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Ingredienis

Drear Dr Bohnenblust:

O behalf of Oxitee Lid, (Oxltec), we provide herein a description of the OX5S034 dedes aegvpld
mosquite, including a detailed desoription of the active and inert ingredients that give the QX 35034
Aedes cegypdi mosquito B unigquely safe and efficacious pesticidal properties. OX3034 dedes
aegypd is @ homoeygous diploid line of Aedes aegypd comaining a single integrated copy of the
SO 5034 rDINA construct that conters conditional lethality on fomale progeny of OX5034 dedes
gegyni mosquitoes,

The active ingredient of the OX3034 Aeder aegypd mosquitn (OXS034” or YOX5034 dedes
aegyori™y 18 a tetracvelingwrepressible transactivator protoin vartant TAV-0XS034) and the
genetic material necessary to produce the protein in vive in female offspring of OX3034 dedes
aegypd matings.  Female progeny inherviting the OX53034 rDINA construct express the 1TAV-
35034 protein as larvae and, in the absence of tetracyeling or s analogues, die m L2703 larval
instar stages, while males survive to fully functional adulthood. This means that released GX5034
Aedes aegypd, reared in the absence of tetracyeline, will be males that cannot bite humans or other
animals, and do not transmit diseass,

The inert ingredient in OX5034 dedes aepypd 15 a fluorescent marker, DsRed2-0X3034, which
aide in the detection of dedes segypd carrying the #OXS5034 rIINA construet. The DsRed? protein
belongs 1o a family of red fHuorescent proteins, which are members of a group of fluorescent
proteins identified in several Swthoros species. DsRed? is a synthetically modified variant of the
original red fluorescent protein isolated from a coral-like anemone, Discosoma spp.

Similarities and differences between OXS034 and OXS13A Aedeos aegypti mosquifoss

Ciitec’s 1% generation seli-Hmiting mosguito technology (OX3134), successtully deploved in
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multiple locations including in Brazil, the Cayman Islands and Panama, has been succeeded by the
new 2™ generation self-limiting mosqguito, OXS034. The (5034 mosquito carries many of the
key features of OXS513A that made it 2 satfe, sffective control method for reducing dedes cegypsi
mosauito populations. These include etfective mosquito control, non-toxic and non-allergenic
active and inert ingredients, a lack of direct effects on non-targeted species, and no long-term
effects or chemical residues in the sovironment. OX5034 also has several additional features,
meluding genetic sex-separation, which snables more cost-gffective production and release of only
male mosguitoes, and a brighter fluorescent marker, which enables field monitoring in all life
stages of the mosquito. The key similarities and differences hetween OXS134 and OX5034 are

highlighted in the table below.

Technology Characteristics

P eneration

24 Ceneration

masguitoes for release

(%8134, (X034
Effective mosquito control in field Yeg: demonstrated in Yes: demonsirated in
irials, with built-in biosafety Brazil, Cavman, Brazil
Panama
No dirset effect on non-targeied species | Yes Yes
Mon-toxic, non-allergenic active and Yeos (1TAY and Yes ({ITAV-0UX 5034 and
ingrt ingredients DeReddy DaRed2-OX 50343
Mo long-term etfects on the Y3 Yes
envirenment: ne chemical residues
Tetracveline used for roaring male Yes M

(Genetic sex-separation: reduced cosis
and complexity

Me; manual separation
o »949.8% males

Yes; genetic separation
to 100% males

Advanced fluorescent marker; visible in
all post-egg life-stages

Mo; only visible in
larvae

Yes:in larvag, pupae
and adults

rulti-generational pest supprassion;
sxpected improvements in efficacy

Only one generation

Yes, multiple but Hmited
number of generations

P The IINA sequence of 1TAV-OX 3034 contains additional features (refative to OX3134% that enable its expression

caly in female moeaquitoss, but the oteln sequence is the same {
(G X5034 contains additional features that enable brighter express

24 % identityr. The DNA sequenes of DnRed2-
inn in all mosquito 1ife stages, but the fluorescent

protein domain is the same as in OXS134 (98.0% identity). All have the same non-toxic and non-allergenic safety

profile.
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Please do not hesitate {0 contact Mathan Rose or mysell i vou have any questions regarding this
application.

Sinceraly,
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oL Mathan Rose, Oxitee Lid,
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